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AB The invention provides a novel class of compds . , pharmaceutical compns . 
comprising such compds. and methods of using such compds. to treat or 
prevent diseases or disorders associated with abnormal or deregulated kinase 
activity, particularly diseases or disorders that involve abnormal 



activation of Alk, Abl, BRK, BIk, BMX, CSK, c-Src, c-Raf, EGFR, 

Fes, FGFR3 , Fms, Fyn, IGF-IR, IR, IKKct, IKKp, JAK2 , JAK3 , KDR, 

Lck, Met, p70S6k, Ros, Rskl, SAPK2a, SAPK2p, SAPK3 , SIK, Tie2, 

TrkB and/or WNK3 kinases. The disease is a early stage HPV infection or 

cervical disease such as cervical carcinoma and mild dysplasia. The 

antibodies are specific to epitopes of MCM2 protein (Minichromosome 

maintenance. protein 2). 
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The present invention relates to compds. that alter G protein- coupled 
receptor (GPCR) internalization and new methods for their identification. 
Compds. of this invention include modified phosphoinositide 3 -kinase 
(PI3K) , modified HEAT domain, modified p-adrenergic receptor kinase 1 
(P ARK1) , as well as other peptides or small mols. that 

alter GPCR internalization. The present invention also includes the use 
of such compds. to treat GPCR- related diseases, such as cardiovascular 
disease, heart failure, asthma, nephrogenic diabetes insipidus, or 
hypertension. 
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AB The invention provides protein and cDNA sequences for human AURORA-1 
(AUR1) and/or AURORA- 2 (AUR2) , which aire members of 

serine/threonine kinase family containing short N- terminal extensions. AUR1 
mRNA has been shown to be broadly expressed in rapidly dividing cells, 
derived from both normal and tumor tissues. AUR2 mRNA, however, has been 
shown to be expressed in a more restricted pattern being low or absent in 
most normal tissues and abundant in only a subset of tumor-derived cell 
lines. The invention also demonstrated that AUR1 and AUR2 kinases were 
able to phosphorylate myelin basic protein. The invention further 
discussed the possible involvement of AUR1 and AUR2 kinases in cancer 
and/or other signal transduction disorders, and the possible biol.*, 
diagnostic -and/or therapeutic uses of these kinases. The AUR1 and AUR2 
genes are mapped to chromosome 17pl3 . 1 and 20ql3.2 resp. Methods for 
treatment, diagnosis, and screening are provided for AUR1 and/or AUR2 
related diseases or conditions characterized by an abnormal interaction 
between a AUR1 and/or AUR2 polypeptide and a AUR1 and/or AUR2 binding 
partner. 
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AB A method and a kit are provided for assaying a human Aurora2 protein 

phosphorylation enzyme activity using an antibody capable of specifically 
recognizing and binding with the substrate phosphorylated with human 
Aurora2 protein phosphorylation enzyme. An antibody used for assaying a 
human Aurora2 ' protein phosphorylation enzyme activity is also provided. A 
method is also provided for screening a compound which inhibits or promotes 
the human Aurora2 protein phosphorylation enzyme activity. The 
phosphorylation activity of human Aurora2 protein phosphorylation enzyme 
is assayed by immunol. measuring the phosphorylation of its substrate 
using an antibody capable of specifically recognizing and binding with the 
substrate phosphorylated with human Aurora 2 protein 
phosphorylation enzyme (e.g., human Lats2 protein). 

L3 ANSWER 5 OF 8 CAPLUS COPYRIGHT 2 0 07 ACS on STN 
AN 2002:430919 CAPLUS 
DN 137:227360. 

TI Comparison of two aquatic alphaviruses, salmon pancreas disease virus and 
sleeping disease virus, by using genome sequence analysis, 
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AU Weston, Jonathan; Villoing, Stephane; Bremont, Michel; Castric, Jeanette; 
Pfeffer, Martin; Jewhurst, Victoria; McLoughlin, Marian; Roedseth, Odd 
Magne; Christie, Karen Elina; Koumans, Joseph; Todd, Daniel 

CS Department of Veterinary Sciences, The Queen's University of Belfast, 
Belfast, BT4 3SD, UK 

SO Journal of Virology (2002), 76(12), 6155-6163 
CODEN: JOVIAM; ISSN: 0022-538X 

PB American Society for Microbiology 

DT Journal 

LA English 

AB Cell culture isolates of salmon pancreas disease virus (SPDV) of farmed 
Atlantic salmon and sleeping disease virus (SDV) of rainbow trout were 
compared. Excluding the poly (A) tracts, the genomic nucleotide sequences 
of SPDV and SDV RNAs include 11 , 919 and 11,900 nucleotides, resp. 
Phylogenetic anal, places SPDV and SDV between the New World viruses of 
Venezuelan equine encephalitis virus and Eastern equine encephalitis virus 
and the Old World viruses of Aura virus and Sindbis virus. When 
compared to each other, SPDV and SDV show 91.1% nucleotide sequence 
identity over their complete genomes, with 95 and 93.6% amino acid 
identities over their nonstructural and structural proteins, resp. 
Notable differences between the two viruses include a 24 -nucleotide 
insertion in the C terminus of nsP3 protein of SPDV and amino acid 
sequence variation at the C termini of the capsid and El proteins. Exptl. 
infections of Atlantic salmon and rainbow trout with SPDV and SDV 
confirmed that the disease lesions induced by SPDV and SDV were similar in 
nature. Although infections with SPDV and SDV produced similar levels of 
histopathol. in rainbow trout, SDV induced significantly less severe 
lesions in salmon than did SPDV. Virus neutralization tests performed 
with sera from exptl. infected salmon indicated that SPDV and SDV belonged 
to the same serotype; however, antigenic variation was detected among SDV 
and geog. different SPDV isolates by using monoclonal 

antibodies. Although SPDV and SDV exhibit minor biol . differences, we 
conclude on the basis of the close genetic similarity that SPDV and SDV 



are closely related isolates of the same virus species for which the name 
Salmonid alphavirus is proposed. 
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TI Expression of NOS-2, COX-2 and Thl/Th2 cytokines in migraine 

AU Martelletti, Paolo; Zicari*, Alessandra; Realacci, Massimo; Fiore, 

Giuseppe; De Filippis, Sergio; Stirparo, Giuseppe; Denora, Paola; Solimeo, 

Maria Donata; Rinaldi, Cristina; Morrone, Stefania; Giacovazzo, Mario 
CS Internal Medicine, Headache Centre, Sant' Andrea Hospital, 2nd School of 

Medicine, La Sapienza University of Rome, Rome, 1-00189, Italy. 
SO Journal of Headache and Pain (2001), 2(Suppl. 1), S51-S56 

CODEN: JHPOAT; ISSN 1129- 23 69 
PB Springer-Verlag Italia Sri 
DT Journal 
LA English 

AB Nitric oxide (NO) probably plays an important role in the pathogenesis of 
migraine without aura (MWA) . As the activation of NO-ergic 
cascade has been shown to be closely linked to cyclooxygenase pathway and 
to cause some differences in peripheral blood lymphocyte populations, we 
investigated if the Thl/Th2 balance in peripheral blood of MWA patients 
was affected in comparison to controls. Twenty-six MWA patients and 10 
healthy controls (C) were enrolled in this study. Blood samples were 
taken at baseline (TO) and during an induced migraine attack (Tl) . Total 
RNA from human peripheral blood lymphocytes (PBLs) was isolated and 
reverse- transcribed to prepare complementary DNA. COX-2, NOS-2 and 
(3-actin were amplified using PCR. PBLs from patients and controls 
were stimulated with phorbol 12-myristate 13-acetate plus ionomycin in the 
presence of brefeldin A. Cells were surface-stained with 
f luorochrome- conjugated anti-CD3 and anti-CD8 monoclonal 

antibodies (mAbs) and intracellularly stained with f luorochrome -conjugated 
anti-IFN-Y or anti-IL-4 mAbs. The level of cytokine expression was 
analyzed by gating on the CD4+ lymphocyte subset. Thl and Th2 type 
cytokines (IFN-y/ IL-2, IL-4) were directly assayed in serum by 
ELISA. Preliminary results indicate that NOS-2 was upregulated in MWA 
patients at basal time if compared to controls, whereas after NOD 
administration NOS-2 was significantly decreased. COX-2 was upregulated 
in MWA patients at basal time and it had an opposite trend after NOD 
administration. The homeostatic Thl/Th2 balance defined by the 
IFN-y or IL-4 cytokine expression was unchanged in MWA patients in 
comparison to controls, and NOD administration did not affect that 
pattern. The cell activation machinery was not altered after mitogenic 
activation, as shown by CD69 expression level. Cytokine serum levels 
showed no significant changes in all studied situations. This study 
confirms the relevance of the NOS/COX system in MWA but, in contrast with 
previous studies, excludes their effect and activation on peripheral 
cytokine production More sophisticated exptl. models are needed to 
investigate the ability of NOS/COX to activate migraine pain. 
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GODEN: IVRYAK; ISSN: 0300-5526 
Karger 
Journal 
English 

The hemagglutination (HA) domains of the Venezuelan equine 
encephalomyelitis (VEE) and the eastern equine encephalomyelitis (EEE) 
viruses providing the interaction of virons and red blood cells were 
studied with the use of a panel of 17 hemagglutination inhibition (HI) 
monoclonal antibodies (MAbs) . A highly conserved domain (C 
domain) forming alphavirus- group -reactive MAbs inhibited in the E2 protein 
of the VEE and EEE viruses. These MAbs inhibited HA of the western equine 
encephalomyelitis, Semliki Forest, Sindbis, Getah, Aura, 

Chikungunya and Pixuna viruses. The involvement of amino acid residues 59 
and 232 in the formation of the C region was demonstrated by sequencing 
the gene encoding the E2 protein of three escape variants of the VEE 
virus . 
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TI Molecular studies of alphavirus immunogenicity 
AU Strauss, J. H. 

CS California Inst. Tech., Pasadena, CA, USA 

SO Report (1992), Order No. AD-A261546, 46 pp. Avail.: NTIS 

From: Gov. Rep. Announce. Index (U. S.) 1993, 93(14), Abstr. No. 341,843 
DT Report 
LA English 

AB The alphaviruses consist of a group of 26 closely related viruses. Many 
of these viruses can cause disease in man, characterized by encephalitis, 
polyarthritis, fever or rash, depending upon the virus. In the 2.5 yr of 
research supported under this contract the authors have mapped antigenic 
epitopes in the structural glycoproteins of alphaviruses that lead to 
neutralization of virus infectivity upon reaction with an antibody, and 
have determined the sequence relationships of a number of Sindbis- like 
alphaviruses to one another and to other alphaviruses. The authors found 
that a domain of glycoprotein E2 of alphaviruses, between residues of 170 
and 220, was an important region for binding of monoclonal 

antibodies that neutralize virus infectivity, making it critical importance 
for the immune response required for protection from infection by the 
virus.. In the determination of the relationships of alphaviruses to one 
another, 

the authors have determined complete or partial sequences of 8 different 
alphavirus RNAs . These include Ockelbo virus, a virus causing epidemic 
polyarthritis in northern Europe, strains of Sindbis virus from Africa, 
Inda, Australia and New Zealand arid Aura virus from South 
America . . . 
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TI Subcellular localization of the spindle proteins Aurora 

A, Mad2, and BUBR1 assessed by immunohistochemistry 
AU Burum-Auensen, Espen; De Angelis, Paula M. ; Schjoelberg, Aasa R. ; Kravik, 

Katherine L.; Aure, Marit; Clausen, Ole Petter F. 
CS The Pathology Clinic, Rikshospitalet-Radiumhospitalet Medical Center, 

Faculty of Medicine, University of Oslo, Oslo, Norway 
SO Journal of Histochemistry and Cytochemistry (2007), 55(5), 477-486 

CODEN: JHCYAS; ISSN: 0022-1554 
PB Histochemical Society, Inc. 
DT Journal 
LA English 

AB The spindle checkpoint, the primary mechanism to ensure that two daughter 
cells receive the same amount of DNA, is compromised in many malignant 
tumors and has been implicated as a contributor to aneuploidy and 
carcinogenesis. The extent of expression and subcellular localization of 
the spindle proteins Aurora A, Mad2, and BUBR1 varies 

considerably in different immunohistochem. (IHC) reports from archival 
tumor tissues. Given the conflicting reports in the literature about the 
localization of these proteins, we examined the subcellular localization of 
Aurora kinase A, Mad2, and BUBR1 in normal and cancerous human tissues by 
IHC. In normal tissues, Aurora A was mainly localized 
to the nucleus when monoclonal or purified polyclonal antibodies 
were used, and Mad2 was localized to the nucleus, whereas BUBR1 was 
localized to the cytoplasm. In malignant tissues, Aurora 
A showed addnl . staining in the cytoplasm in the majority of 
tumors analyzed. Furthermore, BUBR1 was also localized to both the 
nucleus and cytoplasm in a significant fraction of tumors. Subcellular 
localization of Mad2 was similar in normal and malignant tissues. Thus, 
the validity of some earlier IHC studies of Aurora A, 
Mad2, and BUBR1 should be reconsidered, indicating that high-quality 
antibodies and a high-alkaline antigen-retrieval technique are required to 
achieve optimal results. We conclude that the subcellular localizations 
of these spindle proteins are different, although they have overlapping 
biol. functions, and that Aurora A and BUBR1 undergo a 
shift in the subcellular localization during malignant transformation. 
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AB The title compds . I [Al is (Rbj CRbj ' ) m2 ; A2 is (RaiCRai 1 ) ml ; A3 is 

(Y2Rc) nlCO (Y3Rd) n2R; ml and m2 each is 1, 2, or 3; nl and n2 each is 0 or 
1; i is an integer of 1 to ml; j is an integer of 1 to m2 ; R is optionally 
substituted aryl, heteroaryl, or cycloalkyl; Rai and Rai 1 each is 
hydrogen, alkyl; Rbj and Rbj' each is hydrogen, alkyl; Rc, Rd, and Rl each 
is hydrogen, alkyl; XI is CH, CXla, N; Xla is (un) substituted alkyl; X2 is 
CH, N, etc.; X3 is CH, CX3a, N; X3a is (un) substituted alkyl; X4 is CH or 
N; Yl, Y2, and Y3 are the same or different and each is CH or N; Zl and Z2 
are the same or different and each is CH or N; and W is a 5-membered aromatic 
heterocycle, e.g., pyrazole or thiazole] are prepared Thus, 
(5-bromothiazol-2-yl) - (6- (4 -benzoylpiperazin- 1-ylmethyl ) pyridin- 2 -yl ) amine 



was prepared in a multistep process from 2-aminothiazole and 
2, 6-dichloropyridine. Compds. of this invention showed IC50 values of 
0.36 nM to 110 nM against Aurora-A; they showed IC50 
values of 47 nM to 28000 nM against Aurora-B. 
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AB The title compds. I [Rl, R2 = H, lower alkyl, or alternatively Rl and R2 
are combined together to form CH2 ; R3 = halo; R4 = halo or Me substituted 



with 1-3 halogen atoms; X = CH, N; W = (un) substituted thiazolyl, 

pyrazolyl, thiadiazolyl ; with the proviso] which are Aurora 

A selective inhibitors useful in combination therapy of cancer, 

were prepared E.g., a multi-step synthesis of I [Rl, R2 = H; R3 = F; R4 = 

CI; X = CH; W = 2-thiazolyl] , starting from ( 6 -bromopyridin- 2 -yl) methanol , 

was given (no characterization data provided for intermediates) . The 

compds. I exhibit excellent Aurora A selective 

activity (biol. data were provided for exemplified compds. I). 
Pharmaceutical compns. comprising the compound I alone or in combination 
with other antitumor agent (s) were disclosed. 
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AB The title compds . (I) or pharmaceutically acceptable salts or ester 

thereof [wherein ml, m2 = 1, 2, 3; nl, n2 = 0 , 1; i = an integer of from 1 
to ml; j = an integer of from 1 to m2; R = (un) substituted aryl, 
heteroaryl or cycloalkyl; Rai, Rai 1 , Rbj , Rbj 1 , Rc, Rd, Re = H, lower 
alkyl; XI = CH, CXla, N; wherein Xla = (un) substituted lower alkyl; X2 = 
CH, N; X3 = CH, N, CX3a; wherein X3a = (un) substituted lower alkyl; X4 = 
CH, N; 1 or 2 Of X1-X4 is N ; Yl , Y2 , Y3 = CH, N; Zl, Z2 = CH, N; W = a 

5- membered aromatic heterocycle of formula Q including pyrazole or thiazole; 
wherein Wl = CH, N, NH, 0, S; W2 = CH, CW2a, N, NW2b, O, S; wherein W2a, 
W2b = H, halo, cyano, Cl-2 alkyl, C3- 5 cycloalkyl, 1 or 2 halo- substituted 
Cl-2 alkyl] are prepared These compds. are selective inhibitors of 
Aurora-A protein kinase over Aurora-B protein kinase and 

exhibit synergistic anticancer activity in combination with other 
anticancer agents. An anticancer agent containing the compound I, and the 
combined use of the above anticancer agent with another anticancer agent 
are also disclosed. Thus, a mixture of 2.70 g 6-chloromethyl-N- ( thiazol-2- 
yl)pyridin-2-amine, 4.00 g 1- (3 -chloro- 2- f luorobenzoyl) piperazine, and 
6.25 mL N,N-diisopropylethylamine, and 30 mL DMF was stirred at 90° 
for 2 h to give, after workup and silica gel chromatog., 

6- [ (4- ( 3 -chloro-2-f luorobenzoyl) piperazin- 1-yl) methyl] -N-thiazol-2- 
ylpyridin-2-amine (II; R = H) . II (R = H) and II (R = 
2-methyl-2H-tetrazol-5-yl) showed IC50 of 0.67 and 0.32 nM against 
Aurora-A protein kinase, resp., and 440 and 190 nM 

against Aurora-B protein kinase, resp. They showed IC50 of 11.00 and 0.21 
uM against human cervical cancer cell (HeLa S3), resp., and also showed 
synergistic antiproliferative activity against HeLa S3 cells in 
combination with paclitaxel. 
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AB The invention relates to 2 -amidothiazole compds. of formula I, which are 
inhibitors of ATP-utilizing enzymes, such as synthetases, ligases, and 
kinases. In compds. I, R is OH, alkoxy, (un) substituted amino, 
(un) substituted cycloalkyl, (un) substituted aryl , or (un) substituted 
heteroaryl; L is a bond, carbonyl, -NHC(O)-, (un) substituted Cl-4 
alkylene, Cl-4 alkylene-NHC (O) - , or Cl-4 alkylene-C (O) - ; W is selected 
from H, halo, (un) substituted alkyl, (un) substituted cycloalkyl, 
(un) substituted heterocyclyl, (un) substituted aryl, and (un) substituted 
heteroaryl; Q is (un) substituted alkyl, (un) substituted cycloalkyl, 
(un) substituted heterocyclyl, (un) substituted aryl, or (un) substituted 
heteroaryl; and Z is (un) substituted alkyl; with several provisos. The 
invention also relates to the preparation of I, pharmaceutical compns . 
comprising a therapeutically effective amount of a compound I, optionally one 
or more addnl . therapeutic agents., and at least one pharmaceutical^ 
acceptable vehicle, as well as to the use of the compns. for the treatment 
of conditions associated with ATP-utilizing enzymes. Addition of tert-Bu 
3-aminopropanoate (p-alaninate) to N-Fmoc-isothiocyanate followed by 
deprotection gave thiourea II, which cyclized with 2- 

(bromoacetyl)benzofuran to give aminothiazole III. Amine III was acylated 
with thiophene- 2 -carbonyl chloride followed by ester cleavage and 



amidation with nipecotamide (piperidine- 3 -carboxamide) , resulting in the 
formation of amidothiazole IV. Some compds. of the invention express IC50 
values of less than 30 uM in cellular proliferation assays and some 
express EC50 values of less than 30 uM in an assay for the induction of 
apoptosis in target cells. 
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AB The present invention relates to the use of K-252a, a physiol. active 

substance produced by microorganisms, and/pr a kinase inhibitor and of its 
salts or synthetic and/or chemical modified derivs. for the prevention or 
treatment of HMGBl-associated pathologies. More particularly, the present 
invention relates to the use of K-252a for the prevention or treatment of 
restenosis. 
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AB Mammalian Aurora-A is related to a serine/threonine . 

protein kinase that was originally identified by its close homol . with 
Saccharomyces cerevisiae Ipllp and Drosophila melanogaster aurora that are 
key regulators in the orchestration of mitotic events. The protein level 
of Aurora-A, its peak kinase activity during mitosis, 

and its activation have been attributed to phosphorylation. Here we show 
that this enzyme is an arginine-directed kinase and define its substrate 
specificity. We also found that Thr288 within the activation loop is a 
critical residue for activating phosphorylation events in vitro and that it 
is spatiotemporally restricted to a brief window at mitosis on duplicated 
centrosomes and on spindle microtubules proximal to the poles in vivo. 
I mmuno depletion assays indicated that an upstream kinase (s) of 
Aurora-A might exist in mammalian cells in addition to 
aut ©phosphorylation. Furthermore, human activated Aurora - 
A forms complexes with the neg. regulator protein serine/threonine 
phosphatase type 1 (PP1) that was neg. phosphorylated on Thr3 20. 
Interestingly, phospho- specif ic Aurora-A 
monoclonal antibodies restrain Aurora-A kinase 

activity in vitro, providing further therapeutic avenues to explore. 
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This invention relates to antibodies, particularly, monoclonal 
antibodies, against human mitotic kinase Aurora-A 

(Aur-A) phosphorylated at threonine . 288 (Thr-288) , production in hybridoma, 
and use in treatment of diseases associated with Aur-A (over ) expression, 
notably cancer. Monoclonal antibodies (mAbs) were raised 
against human Thr-288 phosphorylated Aur-A fragment. The mAbs were able 
to inhibit activation of Aur-A via phosphorylation of Thr-288. 
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AB The invention provides methods of treating proliferative disorders, 

including angiogenesis-mediated disorders, cancer, and fibrotic disorders. 
In some embodiments, the methods involve administering a Type II 
interferon receptor agonist and a Type I interferon receptor agonist. In 
other embodiments, the methods involve administering a Type II interferon 
receptor agonist, a stress-activated protein kinase (SAPK) inhibitor, and 
a third therapeutic agent. In other embodiments, the methods involve 
administering a Type II interferon receptor agonist and a vascular 
endothelial growth factor (VEGF) antagonist. In other embodiments, the 
methods involve administering a VEGF antagonist and a SAPK inhibitor. The 
invention further provides methods of treating fibrotic disorders. In 
some embodiments, the methods involve administering a Type I interferon 
receptor agonist, a Type II interferon receptor agonist; and a tumor 
necrosis factor (TNF) antagonist. In other embodiments, the methods 
involve administering a Type II interferon receptor agonist and a TNF 
antagonist. In other embodiments, the methods involve administering 
pirfenidone or a pirfenidone analog and a TNF antagonist. In other 
embodiments, the methods involve administering a Type II interferon 
receptor agonist and a transforming growth factor-p (TGF- p) 
antagonist. In other embodiments, the methods involve administering a 
SAPK inhibitor alone or in combination with a Type II interferon receptor 
agonist. In other embodiments, the methods involve administering N-acetyl 
cysteine (NAC) and a SAPK inhibitor. In other embodiments, the methods 
involve administering NAC and a Type II interferon receptor agonist. 
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AB A phosphopeptide derived from human protein phosphatase CDC25B, i.e., 
TPVQNKRRRSpVTPPEEQQE, is disclosed. Also disclosed are polyclonal or 
monoclonal antibodies binding to this phosphopeptide. These 
antibodies may be used in diagnosis of breast cancer or in screening for 
antitumor agents. Thus, the site of phosphorylation of human CDC25B and 
its splice variants by protein kinase aurora A/STK5 
was determined 
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AB The present invention has as an aim a monoclonal antibody- 
directed against kinase aurora-A of the mammals, its 

process of obtaining, as its uses within the framework of the diagnosis 

the forecast of cancers, and in pharmaceutical compns . within the 

framework of the treatment of cancers. Monoclonal antibodies 

have been raised against the Aurora A kinase for use 

in the diagnosis, prognosis, and treatment of cancer. The 



monoclonal antibody 35C1 does not inhibit Aurora 
A kinase. 
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AB We have developed monoclonal antibodies against the human 
aurora-A serine/threonine kinase. After immunization of 
a mouse, a fusion was performed to obtain hybridomas that were selected 
because they produced Ig pos . reacting against the protein used for 
immunization. We isolated one particular monoclonal that we 
named 35C1 using a series of selective assays. The first criteria of the 
screen for monoclonals was an Elisa (Enzyme Linked Immunosorbant 
Assay) assay performed in 96 -well plates against the purified recombinant 
histidine-tagged aurora-A. The second was a pos. 

Western blot against the same recombinant protein. The third criteria was 
a pos. western blot against an HeLa cell extract, the selected 
monoclonal should detect only one protein migrating at 46 kDa 
(kiloDalton) on SDS (Sodium Dodecyl Sulfate) -polyacrylamide gel 
electrophoresis. Finally, the monoclonal had to bind to 

duplicated centrosomes and spindle poles in human MCF7 cultured cells by 
indirect immunofluorescence. At this stage several monoclonals 
were still pos. We then increased the selectivity by searching for 
antibodies that were able to cross -react with the mouse aurora - 
A kinase both by western blot and indirect immunofluorescence. We 
selected and cloned the 3 5C1 hybridoma to produce the antibody. Further 
characterization of the 35C1 antibody revealed that it was able to 
immunoppt. the kinase, that it did not inhibit the aurora - 
A kinase activity and consequently could be used to measure the 
aurora-A kinase activity in vivo after immunopptn. 
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AB Disclosed herein are 12 cDNA sequences that encode novel human 

polypeptides that are members of the following protein families: 
transmembrane receptor UNC5H2-like, tyrosine phosphatase precursor- like, 
glomerular mesangial cell receptor protein tyrosine phosphatase 
precursor- like, Drosophila pecanex-like, Aurora- related 
kinase 1-like, 26S protease regulatory subunit 4-like, 
mitsugumin2 9-like, Wnt-15-like, Wnt-14-like, (3-adrenergic receptor 
kinase-like, a-mannosidase-like, Clq-related factor-like, and plexin 
1-like. Also disclosed are polypeptides encoded by these nucleic acid 
sequences, and antibodies, which immunospecif ically-bind to the 
polypeptide, as well as derivs . , variants, mutants, or fragments of the 
aforementioned polypeptide, polynucleotide, or antibody. The invention 
further discloses therapeutic, diagnostic and research methods for 
diagnosis, treatment, and prevention of disorders involving any one of 
these novel human nucleic acids and proteins. 



